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Solid-phase methods
Depsides and depsipeptides have been made on solid-phase from amino acids and α-
hydroxyacids using a general methodology (Azhayev, Tetrahedron, 1999, 55(3), 787-
800). A method for the conversion of alcohols to p-methoxybenzyl ethers under
neutral conditions in solution or on solid-phase has been described (Hanessian and
Huynh, Tetrahedron Letters, 1999, 40(4), 671-674). Palladium-catalysed reactions of
polymer-supported aryl tributylstannanes with functionalised bromoarenes has led to
the generation of biaryl products (Brody and Finn, Tetrahedron Letters, 1999, 40(3),
415-418). New N-hydroxysuccinamide resins derived from chloromethyl polystyrene
have been described that permit the formation of amides in high yields and purities
(Adamczyk et al., Tetrahedron Letters, 1999, 40(3), 463-466).
Solution phase methods
The solution-phase parallel synthesis of 2-alkoxy and 2-acyloxyphenylpropylamides has
been described that uses commercially available dihydrocoumarins as starting materials
(Bussolari et al., Tetrahedron Letters, 1999, 40(7), 1241-1244). Resin quench and
resin quench-capture techniques were used in the synthesis to purify intermediates and
products. A study of the synthesis of two estradiols on a photocleavable solid-phase
linker has paved the way to the preparation of a library of estradiols (Tremblay and
Poirier, Tetrahedron Letters, 1999, 40(7), 1277-1280).
Novel linkers
A traceless linker has been devised in the solid-phase synthesis of quinazolines (Cobb
et al., Tetrahedron Letters, 1999, 40(5), 1045-1048). Quinazolines prepared from
ethyl oxalate-derivatised hydroxymethyl polystyrene could be cleaved by hydrolysis
and decarboxylation. A novel traceless linker for the generation of aromatic derivatives
has been developed (Gibson et al., Tetrahedron Letters, 1999, 40(7), 1417-1418).
Aromatic substrates were attached to a polymer triphenylphosphine solid-phase
support through a chromium carbonyl complex, allowing cleavage by heating in
pyridine. Ketones may be attached to solid-phase support through a thioketal linker
(Huwe and Künzer, Tetrahedron Letters, 1999, 40(4), 683-686). The linker was stable
to Suzuki and Mitsunobu reaction conditions and could be cleaved finally to regenerate
the ketone. Histidine-containing peptides may be tethered to solid-phase by attachment
of the imidazole ring through a trityl linker (Sabatino et al., Tetrahedron Letters, 1999,
40(4), 809-813). A novel fluoride-cleavable silyl ether-based linker that can be used for
the solid-phase synthesis of glycopeptides has been reported (Nakamura et al.,
Tetrahedron Letters, 1999, 40(3), 515-518). A novel universal linker for
oligonucleotide synthesis on controlled-pore glass has been described (Kuisle et al.,
Tetrahedron Letters, 1999, 40(6), 1203-1206).
Reaction optimisation
The diastereoselective heterogeneous catalytic hydrogenation reaction used to prepare
enalapril has been optimised through a process of parallel optimisation using a range of
catalysts and additives (Huffman and Reider, Tetrahedron Letters, 1999, 40(5), 831-
835). Optimised conditions for the generation of nitroacetic acid esters have been
determined including the preparation of Merrifield-resin bound nitroacetate (Sylvain et
al., Tetrahedron Letters, 1999, 40(5), 875-879).
Heterocyclic synthesis
The triazolopyridazine heterocyclic system has been prepared on solid-phase support
by the [4 + 2] cycloaddition of urazoles with dienes (Boldi et al., Tetrahedron Letters,
1999, 40(4), 619-623). The Mitsunobu reaction allowed further derivatisation before
acid-catalysed cleavage. The Hantzsch synthesis of 2,4-disubstituted thiazoles has been
successfully carried out on solid support (Goff and Fernandez, Tetrahedron Letters,
1999, 40(3), 423-426). The Staudinger reaction has been applied to the solid-phase
synthesis of β-lactams (Singh and Nuss, Tetrahedron Letters, 1999, 40(7), 1249-
1252). An approach to single compounds prepared in solution using commercial
automated synthesisers has been described. (Brooking et al., Tetrahedron Letters,
1999, 40(7), 1405-1408). A four step approach was employed in the synthesis of a
library of 960 individual pyrazoles. A scandium triflate-catalysed Mannich reaction on
solid-phase has provided the key step in the approach to diverse pyrazolones
(Kobayashi et al., Tetrahedron Letters, 1999, 40(7), 1341-1344).
New techniques
The non-destructive quantitative determination of resin loading has been achieved by
attaching nitroxyl or verdazyl spin-labels to the resin and applying ESR (Katritzky et
al., Tetrahedron Letters, 1999, 40(3), 407-410).
